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8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 
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DETAILED ACTION 
Status of Application 

1 . Acknowledgement is made of amendment filed January 05, 2004. Upon entering 
the amendment, the claim 15 is amended. 

2. The claims 14-41 are pending. The elected invention of claims 15, 19, 22, 24, 
26, 30 and 32 are presented for the examination(sodium chloride: elected species) and 
the non-elected invention of claims 14, 16, 18, 20, 21, 23, 25, 27, 29, 31 and 33-40 are 
withdrawn from consideration. 

Response to Arguments 

3. Applicant's arguments with respect to claims 15, 19, 22, 24, 26, 30 and 32 have 
been considered but are moot in view of the new ground(s) of rejection because the 
scope of the claims are changed. New limitation(i.e. water in an amount of from 0 to 
about 10%) is added. 

Claim Rejections - 35 USC §102 

4. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 



5. Claim 15, 19, 22, 24, 26 and 30 are rejected under 35 U.S.C. 102(b) as 
anticipated by Natsuyama et al( JP 08-133979). 
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The claims are drawn to a composition in the form of an ointment for topical 
administration of 33-epi-chloro-33-deoxy-ascomycin, wherein the composition 
comprises 33-epi-chloro-33-deoxy-ascomycin and a carrier vehicle comprising (i) 
means to retain water in the outer skin layer, and (ii) means to hinder water evaporating 
from the skin(e.g. hydrocarbons such as paraffin, petrolatum, etc) . 

JP'979 teaches a topical composition that provides good permeation and local 
applicability, wherein the composition comprising cyciosporine or 33-epi-chloro-33- 
deoxy-ascomycin as an active agent; oleypl alcohol, propylene glycol, and liquid paraffin 
to make semisolid formula such as ointment, see abstract and examples. Especially a 
patented composition(example 31 or 32 at page 5) comprises an active agent(e.g. 
cyciosporine), oleyl a|cohol(fatty alcohol), paraffin, liquid paraffin or 
Vaseline(=petrolatum), isopropyl myristic acid(fatty acid), and propylene glycol to make 
ointment. 

As to claim 30, JP'979 teaches 0.05-20% of 33-epi-chloro-33-deoxy- 
ascomycin(active agent and preferred species, see paragraph 12). 

As to claim 32, JP'979 teaches 15-99.35% of propylene glycol , see paragraph 

14. 

Although JP'979 does not explicitly teach about the role of propylene glycol, any 
ordinary skilled artisan would have been reasonably expected the role of propylene 
glycol as water retainer because propylene glycol is well known in the art* as water 
binder(humectant) and retains water to keep the skin moist, (see extrinsic evidence 
enclosed in PTO-892*. for example, US6322829 teaches inherent feature of 
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humectant(or water binder) that retains water(e.g. glycols such as propylene glycol, 
sodium chloride) . Thus, the limitations required by instant claims are inherently met , 

wherein propylene glycol retains water to keep the skin moist when propylene glycol is 
applied topically into the skin surface. 

All the critical elements required by the instant claims are well taught in the cited 
reference and thus, the claimed subject matter is not patentably distinct over the prior 
art of the record. Although JP'979 does not explicitly show a example composition 
containing 33-epi-chloro-33-deoxy-ascomycin, JP'979 clearly suggests 33-epi-chloro- 
33-deoxy-ascomycin as an active agent, equivalent to cyclosporine(see claim 1 , 
paragraph 12 and abstract) and thus, the claimed subject matter is clearly envisioned. 

Thus, all the claims are properly included in this rejection and they are not 
considered to be patentably distinct over the prior art of the record. 
6. Claim 15, 19, 22, 24, 26 and 30 are rejected under 35 U.S.C. 102(a) as 
anticipated by or, in the alternative, under 35 U.S.C. 103(a) as obvious over Mrowietz et 
al(1998). 

The claims are drawn to a composition in the form of an ointment for topical 
administration of 33-epi-chloro-33-deoxy-ascomycin, wherein the composition 
comprises 33-epi-chloro-33-deoxy-ascomycin and a carrier vehicle comprising (i) 
means to retain water in the outer skin layer, and (ii) means to hinder water evaporating 
from the skin(e.g. hydrocarbons such as paraffin, petrolatum, etc) . 

The claims 24 and 26 require a fatty alcohol. 
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Mrowietz et al teach a topical composition containing SDZ ASM 981 as an active 
agent for treating psoriasis, see abstract. It is noted that SDZ ASM 981 is 33-epi- 
chloro-33-deoxy-ascomycin(same compound), both are same compound with different 
chemical name, see figure 1 at page 993 and also see registry file (enclosed in PTO- 
892). 

Especially, Mrowietz et al further teach a topical composition is an ointment form 
which contains SDZ ASM 981 (0.3% and 1%) in an ointment base. The said ointment 
base comprises eucerinum anhydricum(51%), hexylene glycol(30%), miglyol(11%) and 
oleylalcohol(7.5%), see last paragraph at page 992 and 1 st paragraph at page 993. It is 
well known in the art* that Eucerinum anhydricum is a paraffin derivative(hydrocarbon) 
that hinders water evaporating from the skin and hexylene glycol is a humectant that 
inherently retains water in the outer skin, as well as evidenced by numerous documents 
, see *extrinsic evidence enclosed in PTO-892. Thus, all the critical elements are well 
taught in the cited reference and the claimed subject matter is not patentably distinct 
over the prior art of the record. 

*- US6322829 teaches inherent feature of humectant(or water binder) that 

retains water(e.g. glycols such as propylene glycol, sodium chloride) . 
--US 5981464 teaches a humectant utilized in cosmetic/pharmaceutical 

field(e.g. glycols such as hexylene glycol, propylene glycol, etc) 
--Allergy elimination.., teaches Eucerinum anhydricum is a paraffin derivative. 

Claim Rejections - 35 USC § 103 
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7. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

8. Claims 17, 32 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Mrowietz et al(1998) in view of HE et al(US 5981464) and McGlynn et al(US6322829). 

Mrowietz et al's teaching is mentioned immediately above in 102 rejection. 
Applicants' claims are different from Mrowietz et al because the claims require 
inorganic salt. 

Although Mrowietz et al do not explicitly teach about the role of hexylene glycol, 
any ordinary skilled artisan would have been reasonably expected the substitution of 
hexylkene glycol with inorganic salt because the role of hexylene glycol as water 
retainer(*see also dictionary: the definition of "humectanf: a substrate added to antother 
substance to keep it moist) is well known in the art and inclusion of hexylene glycol for 
said purpose is routinely practiced in the cosmetic/pharmaceutical product. The 
examiner's allegation can be evidenced by extrinsic supporting documents. 

He(US 464) teaches that hexylene glycol and propylene glycol are effective 
humectants and functionally equivalent to each other. 
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McGlynn et al(US'829) teaches about humectant that retains water. US , 829 
particularly teaches sodium chloride, propanediol, propylene glycol are effective 
humectant. 

In light of specification, inorganic salt refers to sodium chloride, see page 4, line 
1 1 . Thus, when these references are taken together, it would have been obvious to one 
of ordinary skill in the art to substitute hexylene glycol with inorganic salt such as 
sodium chloride to retain the water in the composition that eventually left in the skin 
surface so that water(moist) can be retained in the skin to the skin moist. 

The minor variations(e.g. dose, route of administration, etc), can be titrated in 
order to determine the most successful outcome and it is considered well within skill of 
ordinary artisan. 

One would have been motivated to make such substitution, with reasonable expectation 
of success because it is always desirable to have extended selection for the basic 
ingredients to improve patient's compliance by enhancing patient satisfaction and to 
reduce manufacturing cost by increasing the selection option(sodium chloride is easily 
obtained). 

The techniques and skills required for making such substitution is conventional 
knowledge or well within the skills of ordinary artisan.One would have been motivated to 
combine these references and make the modification because they are drawn to same 
technical fields (constituted with same ingredients and share common utilities, and 
pertinent to the problem which applicant concerns about. MPEP 2141.01(a). 
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9. Claim 17 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Natsuyama et al( JP 08-133979). 

JP'979 teaches a topical composition that provides good permeation and local 
applicability, wherein the composition comprising cyclosporine or 33-epi-chloro-33- 
deoxy-ascomycin as an active agent; oleypl alcohol, propylene glycol, and liquid paraffin 
to make semisolid formula such as ointment, see abstract and examples. Especially a 
patented composition(example 31 or 32 at page 5) comprises an active agnet, oleyl 
alcohol, paraffin or vaselin, and propylene glycol to make ointment. 

As mentioned above, propylene glycol is well known water binder(humectant) 
and retains water to keep the skin moist. 

Applicants' claims are different from Mrowietz et al because the claims require 
inorganic salt. 

McGlynn et al(US ) 829) teaches about humectant that retains water. US'829 
particularly teaches sodium chloride, propanediol, propylene glycol are effective 
humectant. 

One would have been motivated to make such substitution, with reasonable expectation 
of success because it is always desirable to have extended selection for the basic 
ingredients to improve patient's compliance by enhancing patient satisfaction and to 
reduce manufacturing cost by increasing the selection option(sodium chloride is easily 
obtained). 
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The techniques and skills required for making such substitution is conventional 
knowledge or well within the skills of ordinary artisan. One would have been motivated to 
combine these references and make the modification because they are drawn to same 
technical fields (constituted with same ingredients and share common utilities, and 
pertinent to the problem which applicant concerns about. MPEP 2141.01 (a). 

Conclusion 

10. No claim is allowed. 

1 1 . Applicants amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

12. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Vickie Kim whose telephone number is 571-272-0579. 
The examiner can normally be reached on Tuesday-Friday. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Chris Low be reached on 571-272-0953. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 




VICKIE KIM 
^AHYEXafoNER 



^nckie Kim 
Primary Patent Examiner 
April 30, 2005 
Art unit 1618 



